ABSTRACT
INTRODUCTION
Rabies virus is a negative stranded RNA virus which infects the central nervous system of all warm-blooded species. The rabies virus genome encodes five proteins, including the large protein (L), which is an essential component of the rabies virus RNA-dependent RNA-polymerase (1) , and four structural proteins: the glycoprotein (G), the nucleoprotein (N), the phosphoprotein (NS) and the matrix protein (M) . Both virus neutralizing antibodies (VNA) and cell-mediated immunity appear to be important in the host defense against rabies virus infection (2). The G-protein has been regarded as the most relevant protein for the induction of protective immunity, since VNA have been shown thus far only to be induced by this protein (3, 4, 5) . Furthermore, The G-protein has been shown to elicit cytotoxic T lymphocytes (CTL) , which may directly be involved in the clearance of rabies virus-infected cells (6, 7, 8, 9) .
Recently, it became evident that not only the G-protein but also the N-protein and synthetic peptides covering amino acid residues of the N-protein can induce protection against lethal rabies virus infection in mice (10) . The (11, 12, 13, 14) .
Previously, we have also demonstrated that human T cell clones recognizing rabies virus antigen are able to assist rabies virus -immune B cells in the production of specific antibodies (15) . However, the role of such T cells in in vivo protection cannot be evaluated. Therefore we have also established murine rabies virus-specific CD4 CD8 T cell clones. In the present report, we have analyzed three T (19) . Virus neutralizing activity in culture supernatants was determined in a rapid fluorescent focus inhibition test (RFFIT) as previously described by others (20) . Western blot analysis of the in vitro anti-rabies virus response. T cell clones were cultured as described in the "Legend to Figure 1 " with the non-T cell fraction of splenocytes isolated from PM-DKCV-immunized mice. 
Functional analysis of T cell clones in vivo
The ability of rabies virus-specific T cell clones to mediate a DTH reaction in vivo was studied. (24) .
It will be of particular interest to find out whether T 1 cells specific for structural proteins other than the G-protein will confer protective immunity against rabies virus infection in vivo. Since in vivo micro-environments exist, where antigen-specific T and B lymphocytes come close together, it is likely that in addition to cognate help, factormediated help resulting in a VNA response as demonstrated here, would occur also in vivo. In this respect it is promising to note that the T cell clones described here recognize rabies virus antigen in vivo and are able to migrate to the site of virus entry.
